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eaction (PGR) 2i 13 i D qrtlt?$>^o mK.i£. 

^^bfeV^egp^ffil^-t?->:7*;i/>&»e.mRN A^ttmb. RT-PCR^feic 
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5 ^vM. 3 0 M©J^a^*"r s ® tb^o ^ fe— y 
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2 . i^-^m. 
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(8) trials :7->^-fe>X> U5^*-»f-fA. TFO 
2|s:^B§©^ e>lcgiJ(D|IS£©?F^^fc bTs ^^B^©NEDL- 1 ^5^ 

^M(OJ-i£^^> V 5b*— -fe'M -14^ wi§"J"r^ in; :at;f2|s:^B^©N e d l 
- 1 jte^©^3Ei:^^p$ij-r§T>5^-te <;>j^if-rA. tfo^©^ 

©:r>>-fe>:^. U^*1f-rA. T F o ^3— H-r^^m^jtfe^jSasti 
( 9 ) 3tfe-?Q5f^«i«^ 

$^^©ffi^©^M<&«Abfe^^?i^-?*5#A^nfc>tfe^Qfe^a&%^ 
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# 3S ^ iiB Jia ffi © f?i ^ m !^ 1?- > 37- ;i/ ^ ^ m a ^ sp ^ H 6tJ {:i ^ b . 
© ^ - 8 0 -C b o 

2 . ^^^«^^iS:5i^©«S'J 
■ mmi^r^i^2 -mm 4 

• N-my c ©lii|ii;S: b -N-myc 
t) ±fB 2 o©g£3i^^c::feV^•r. N-my c t^iHtiTIB© J: 5 13 bX 
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^yZ7T— (50 mM T r i s— H CL (pH=8. 0)/l mM E 
DTA/lOOmM NaCl) ^HmX ^ < ^"^i^i-^ :XLtcio ^<Dm 
5 -^W-i^ 750/zlCDSDS(10%). 125//l®proteinas 
e K (2 0mg/ml) *^D^^ ^<mWb. 5 0 'C-?: 8 ^^iltK b 
feo ^(D^x 7 31 — >>l/ • iJ7 D T3;t:;i/A^31^ff V^s tl ^J' y — ;i/ 

tfc^{3i:Dx AD N A^^MffiJbfeo 5 g©li^fifc'5'*y AD N A 
^^iJK^^E c o R I (N E B^fiM) "T^r^lCYi-fb b> N-my c ©7*n 
10 — >^<feffiV^T■^^■1f >>'^-r U ^'-f -tf — 3 >{3 J: D N-my c iiiH^ii 

JifB2 ^3*5v^t:^^^^?T•^§ 2i*j^^tifc#is^lfflJiSffi©eg*Mi^ 

i^- > 2~3g-*Total RNA Extraction Ki 
15 t (Q I GE Ntt^) ffiV^T^ZOiSb. h — ^J' ;i/ R N A <l:JSm b o m 

bfeh— <$';VRNA^. :^Ur3dT-te;i/D — ;^*^A (Collabo 
rativettM) 5^^1>T. p o 1 y A^jg^^^-T § mR N A© :r— 

;i/^5liMbfeo 

4 . mRN ACDJiJaU >^^b 

20 ±S3 3 ^3^3l^Ti)l^bfc 1 0 0 -2 0 0 /z g © m R N A © :7°— ;i/ :^ 6 

7. 3/zl©0. 1 %S?:3i5^;vt:D:tf — /i?:?.— h (DEPC) ^^tsM 
@ mmTK 1=1 mm ^"^^ 2 O uKDSxBAP^^^^Z^-r— [Tris-H 
C 1 ( 5 0 OmM. pH = 7 . 0 IT* h oi^J^ y — ;i/ ( 5 OmM)]. 

2.7//lORNas in(40uni t/x^lrPromeg attM)^ 

25 10>al©BAP (0. 25unitX>al> /^^^ 5" U U 



27 



wo 03/018842 



PCT/JP02/08524 



m^JiB^"^. mR N A© 5'^m(Dm, U >^'fb^a.S^ff o:feo :7 

5. JKi U V^-fbmRNA^JKfc^^Pir y :7-^8La 

_hlB4 l3:fev>TiiMbfeJlJS'; V^-fbmR N A© ;i/©:±S^ 7 5 . 

1 %D EP C^^tf^^?^®7Kt-M^^^^-> 20jul(O5 
xT AF ^^^y.-:^ T— imm-^ h U A ( 2 5 0 mM. p H = 5 . 5 ) / 
^;i/*7'haiiS?y — ;i/ (5 OmM). EDTA(5 mM. p H = 8 . 0 )]^ 
2. 7>alCDRNasin(40unit Ds 2//l©TAP (T 
obacco AICD pyrophosphatase :20un 

i tXu 1 )] ^iraxfeo corM-^^K^ 3 T-ce i ^^^^S^h*. flJ& u > 

>m^h^ fitci^mi:!^ ^ ^ tz. ^©^> 7 • i> d d 

6. U rJds^^ rmR N A©iim 

±fB 5 fci43V^TSi^bfeJ©fi=¥-fr »;/:rmRN A©7'— ;i/©^M^ 11// 
1©0. 1 %D E P G^'^tf^gM«7jcJc:^^^-&. 4>al©5'-:^U 
=fRNA(5'-AGCAUCGAGUCGGCCUUGGCCUACU 
GG - 3' : 1 0 0 ng/// 1). 10//l©10xligation>'t 
[Tris-HCl ( 5 0 0 mM. pH=7. 0)/^;i/*:r 
>^ — ;K lOOmM)]. 10//1 ©J^'fb-^^/:^^^'^ A( 5 0 mM). 
2. 5 1 © A T P ( 2 4 mM)^ 2. 5 /z 1 © R N a s i n ( 4 0 u n 
i t 1 ). 1 0 // 1 © T 4 RNA lig:ase(25unit/ 
>a 1 :^M3t4±^). 5 0 >a 1 ©** U > ^ U i3-;i/( 5 0 %w/v. 
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PE G8 0 0 0 : t^^-^nM) ^iDxfeo iLOU^m^ 2 O-Ct: 3^P^ 
-LIB 6 lc:i5V^TSiS^bfc::r U rf^i' 5/ T'mR N A® iT— 7 0.3 

>t^l®o. i%i)EP c^^tsm^mmTktzmm^^. 4/^i®Tri 

s-HCl (IM. pH=7. 0). 5. 0//lc7)DTT(0. IM). 
1 6 1 ©iM<b x'^'-;^^>.> A ( 5 OmM). 2.7/^l©RNasin(4 
0 u n i t X// 1 )^ 2 >a 1 ©D N asel (5unit Xju 1 : 

A^'^mv:^o :7 3iy— ;i/ . ^ ti ti n^jv Amms ^^-^ y— 

V A3^M ( S - 4 0 0 HR : :7 t ;i/ v T/s'-f ^ttM) 
<tD> DNA (-) :r rf^i' rmRNA®^"— ;i/^«Mbfco 
8. 1st strand cDNAOiiM 

±fB7 {3:feVNTiiMbfcDNA (-) :2J- U =i=^-v ^mR N Ao:r— 
;^^ S u p e r Script II (^-r ^^^y i;ai>^;i/|t^ 
h ) ^ffll^Tj^fe^bs 1st strand cDNA©:r-;i. 
^^#feo DNA (-) U rfdFi. 7-mR N A©:r— 2 1 jul 1 (om. 
mm'^7k\zmm-^'^. lO/zlOlOxFlrst strand /tu/ 
:7 {^^y 8;al©dNTPmix (5 mM. ^ ^y VnM 

a)s 6/£l©DTT (0. IM. ^^yYHm^u). 2. 5//l©3f-yrf 
— d TT^^'r^ — V — (5 pmo IX// 1^ 5'-GCGGCTG 
AAGACGGCCTATGTGGCCTTTTTTTTTTTTTT 
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TTT-3'). 2. 0 /z 1 CDRN a s i n ( 4 0 u n i t//^ 1 )^ 2 jul 
KDSuper Script II RTase(^^/h #a S ) ^ 
iDX-fco C:cD?g-^lg^ 4 2 °C-e 3 ^F^S/f&^^s 5lfrfe^Mii&^=J=rofco 

9. 2nd strand cDNA©iiM 

JbfB8 ic::j3V%-rflMU;fe 1 s t strand c D N A© :r— 
Gene Amp (71 — > — 5^ h ) *fflV^T. PCRii 

ifri^fr-r^ito 1st strand c D N A(D:r— ;t/:& 5 2 . 4 >a 1 
©MM^^Tkfc^^^ 3 0 1 © 3 . 3 X R e a c t i o n^^ \y :7 
T— hf^fJSSa)> 8//lcDdNTP mix (2. 5 mM. ^ h 

ftJSSa). 4. 4 1 ©B^m-^^^i^'^ A (2 5mM. ^ 5/ h f^fSS). 
1 . 6 >t/ 1 ©:7*^-r -T— F ( 1 0 p m o W fJ. 1. 5'-AGCATCG 
AG T C G G C C T T G T T G- 3 ' ). 1. 6 ;a 1 © R (1 

Opmol//zl.5'-GCGCTGAAGACGGCCTATGT- 
3'). 2val©rTth (^^yhftSffi) *iJax.feo cn©®'^^l^. 1 
0 0 // 1 © ^ ;?^^;i/;r-f ;i'*#*>J::inx-SMUfeo ^:©S^&^S^ 9 4''C 
t? B^^^tt^-frfe^. 9 4°C. 1^^. 5 2"'C. 7 2°C. 1 

o^K>& iit-r^;i/hUT 1 2-9--r DtEu. ^e>t3 7 2''CTio 

;i/tfc^t?3»^bx 2nd strand cDNA©:r— 

10. 2nd strand c D N A © S f i I ^flsS 

JilH 9 {3^?V^TiiM bfe 2 n d strand c D N A © ;i/ ^ 
8 7ya 1 ©Ma^@7jctc^M^-^. 1 0 xNEB/^^y-^ T- (NEB:^: 
m). lOOxBSA ('>S^Jfil^T;i/>^^ NEB^tM)^ 2 /z I © S 
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f i I mmmm. 2 oun i txu i> NEB^aiM) ^m^r^o ^<d 

^t^ifiSf i I^S^nfe c D N ACT*— ;i/^life„ 

11. s f ± imm^ntz cDN A(D^-f x^m 

±m 1 0 iz^i^^xmmvtc: s f i imm^tit^ c d n A®:r— 

1 %©T;!7 n — ;;^>if ;i/t?li^^l& 2 k b m±®;0'SI^ G e n e c 
lean II (Bio 1 0 1 :fefcM) ^MV^-C)ft^ b;feo bfc c 
D N A0:r— l O 0 >a 1 ©MM^^tKIc:^^^ -fr^ 3 7 °CT- 6 
SJtSbfeo ^©^s 7 31 y — • ^ n D 5t;;i/A5B!S. a:^^?' ^ — ;i/?*^-e 
«Mb. :^mc DNA©r— ;i/^#fco 

12. cDNA^-r U — 

±fB 1 1 iz^\,\-cmmvtciMmcDlJ A(Dy—J]^^T>N A L i g a 
tion kit ver. 1 i^m^^tM^yh) <&MV^T^P — ^ 
>y-^^^5^— T*$)^ pME 1 8 S — F L 3 # 

8 1 (Dmmm^TKi^mm^ ^^ii^i^ubmmmm'D r a 1 1 1 

•vmm^titz. l>tzl©pME18S-FL3. 80>al©Soluti 
on A ( ^ \y h -ft JS 5p)s lO/zlOSolution B(=3p^^hft 
Jgffi) ^JP^s 1 6 /Cf 3 ^F^MiiS^^feo ^©m. — ;i/ • D 

DJ}^;i/A^S. JiiS' y — AtfeiST-M^b c DNA^-Y V—^ntcio 

i^mmi} :kmM^(D h^>x-7 ^—;>^—ty3> 

1 . ^ n-^>^ 

^SteM 1 © 1 2 T'liMbfe c D N A^^ U— *^J^M (TOP- 
10. I n V i t r o g e n%tM) i3 b ^ :7 ;r — — ^' a > bfco 
cDNA^-r>^^U-^l 0>t/l ©MM^@7Kt3^^b> T O P - 1 0 
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>^j-^— h Vtdo 5 0 0 1 <D S OB^:Nb^finx.. 37"C-^60 

5 2. ^J^B^J7 n — >©^# (^*U-feD— h ^j^^cDElM) 

*&V^J:f:f. 9 6 5tnx — h izmmhtc 12 0/1 KDLBi^mfpizmm^. 

fco 6 0 %^'; -feti— 7 2m - 2 0"Ct?«# 

10 bfc Hz D— h ^ )o 

(^Jte^J2) J^SIB^U^^ 

IISS^?0 1 © 2 Tii^Ufc 1 0 JUL 1 ©^7»; -k D— h5/^>^l 5ml 
©^SJCi^5^^ — 3 m 1 © L B igife. 5 0 // g /m 1 © :p > If 
15 U>^iPx.s 3 7 °C-^ — B^&MMb^ ^J^M©l§«^fTo;feo ^©^. Q 

lAprep Spin Miniprep Kit (QIAGEN^± 

2 . — ^ a: > X ©^^*f 

±13 1 ^3:}3V^Tl)i^ bfe :7"^ ;^ 5:KDNA^DNA Sequenc 
20 ing Kit {ABmm.^yh) ^ffl V^T M^^Sb© i^ — > ^ 

^^bfeo 6 0 0 n g©:r^;;^ ^ N A. 8 >u l © T"!/ ^ y 

hitm^). 3. 2 pmo 1 ©7*^-r ^ — ^^m-^b. MM^©7Jcr♦-^t^ 

2 0 jLLii^-^ji^ xoizmrnvtao :L(om^m^ 9 6°c2^p^^tt^-&fc 

9 6°C^ 1 0#P^. BCCs 5#F^. 6 0 "C. 4 1 1t-f ^ ;i/ 

25 i: bT 2 5i?-'f ^;Vi^DaSbRj!S<^^Tofeo ^©^:ii^5' y—jv^^xm 
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BI 3 7 7 (ABItfcM) *MV>TiB^J^^*^T^fco 

^fef^^fTo;feo^^^fci{iN CB I (N a t i o n a 1 Center o 
f Biotechnology Information USA, 
h.ttp://www. ncbi. nlm. nih. gov/BLAS 
T) ©B L A S T^^ffiVNfco ^^CDJ^:^. c D N A-b" > ir;^ 

CD — -^Tr^SnblaOOTSfithS ^^S^iJiO'^y A i^ — > 
:^ (GenBank ^S#-^AL 1 6 1 6 2 5 ) I^Itt?^^ U 

(Il*te«?!l4) n b 1 a 0 0 7 8 P— — >tJ^ 

SCAN(Burge C^:1 9 9 7. 1 9 9 8 ) i5 cb tJ^ F G E N E 

SH (Salamov AA^ : 1 9 9 9 ) ^ffiVAT^^OUifeo 

tLfciB2?iJ^*> ^I3nbla00 7 8 (D^&^&.T (D:^^-^ ^ t3 -^^ 

5>agc?)l i57;i/RNA^Superscript II rever 

se transcriptase (GIBC01±M) >^fflV^TcDN 
Alc:3@*fe^Ufeo M^W^iytc 2>£/l©cDNAfci5>t/l ©?iS0^©7jCs 
l;al©l OxrTaq/^»y7T— C^?B3^tt^). l/il02mM d 
NTPs.=S-^0. 5 1 O'&^IT-^' x' — ^2 >^ 0. 5;ul©rT 
aq (^ffiat1±^) ^U^Vt^o Z.<Dm^m^9 5'C'^2^m^-\^^^ 
9 5°C. 1 5#K. 5 8-0. 1 5#P^. 7 2 °C. 2 0#F^<& 11?- 

-r^j7;vfcbT 3 5-t?--f <^;i/i^Dagbs ^e>i3 7 2 -ex- 2 oi^mMWi^p 
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CR^iiS^fT^fco P C RT'tii|'iU:fe>''^> K^P G EM-T easy 
vector (P r o me g att^) l^iyy^ ^ u ^ —^m^. 
^ (Sanger F. ^:Proc. Natl. Acad. Sci. 
USA 7 4:5 4 6 3-5 4 6 7.( 1 9 7 7)) VATi^SiB2?y 
^bfco m^i^it AB 1 3 7 7 (AB I^IM) ^fflVNfco ik&mmi±± 

^^tbfeNEDL- 13tfe^iB^J^DDB J. GenBank. EM 
B Ltd^^bfeo ^3®S-^»±AB 048365-e^So 

T-ON E D L - 1 3tfe^^3Ea®Jt^ 

1 . mmw^ ( R T ) 

ttajUfeSytdgOh — ^;^RNA^Superscript II 
reverse transcriptase (GIBCO^itM) ^PS 
V^T c D N A lc:?S&fe^bfco 
2 . P C R^^to 

P CRSiiKJir T a q (^Mag%t^) ^ffiV^TfTofeo Mte^bfc2 
//l®cDNA. 5yal®Ma^^7K> l//l0lOxrTaq/N-^y7 
T—. l//lCD2mM dNTPs. #^0. 5 1 ©-^figrr^ — 
-12*3/ hs 0. 5 1 © r T a q^rS'&b:feo ^1 ©m-^?^^ 9 5 "CT 2 ^ 
P^^i^^-frjfe^. 9 5-C. 1 5#P^. 5 S'C. 1 5^i)^. 7 2"C. 2 0 
lV--(^J]^hVX3 5 t^-f ^;i'i^»53gb. ^e>l::72"CT-20^ 
P^SJjS UPC RS/J&^fro feo 

^fc^'l^^.^^ bT G A P DH^fflV^feo T^^-T ^ — ^likTi^m-T 
FW: 5'CTGCACCAACAATATCCC3' (@B3?!j#-# 3 ) 
RV : 5'GTAGAGACAGGGTTTCAC3' (mnm^ 4 ) 
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3. NEDL- imB:l^mM<Dltm 

Alc:ov^Tx±fB©^l^-r R T - P CRM^&^ff ofeoCi®Mif&^S^ 2 . 

1^->F 1 ~ 1 6 (^#1) :^m^»«c»i^^J^JiSJ«Eg^iai^-9->r;i/ 
V — >UF1~16 (^ffi!)) :^^^^-&»;^^lffljiaMEgp^Mi^-b->:r 

Mm : GAP D H 

(^^^«^) : T r k A 
l^tt^M (^^^^) : NMYC 

(mmme) ^^ae^p cRtCct^iM'&sci^e^jNE d l - i^e^^^ 

bfc^|f^T?R T - P C R^iiS^fr^fco C:©S;iS^S^2. 5%CD7^ 
:^fD— bfco ^©i^^s N E D L - 1 »fe^#g]^©i55- 

m3 Alzm-t. Mmt UT G AP D H^^^M bfco N E D L - 1 (DmM 
— ;^^r;i/T-m^^l&b*:o ^©3^^. N E D L - 1 ?tfs^^3^CD:S^^{i 
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mm^m^ifi;^:^^ tifimm^titzo j^^^hs bjc^-To nedl- 

1 (DmMii^^^titz(Dii^ SKN-D Zs TGW^ KAN^ KCN+8. 
:fe ct T/f L A N - 5 -e afe o Tfe o 

t h^mm(D:^s U (A) *RNA<fe y h bfc multiple tissue 
Northern blot ^ffiV^T. NEDL-lcDNA C^PT*^!^) ^ITd — 

NAr^-:^^ffiv^fco m^^m4izm-ro m. mm. i^xv^mi^mt^ 

^ 1 0 . O^Jctyf 7 . 0 k b© 2 o©te^jgiife*s|^^^tbfco 

E2 (U b c H 5 c^fctiU b c H 7 ) ^mMT ^ ^ V T^mm^ 
mm(D^M^:i\f=^9->. mmEl. i^^tzES (Nedd4. NED 
^fe{iNEDL2) 3 7"C-e 2 f^^. V^J-'^— h bfco 
^V^T> SD S-P AGE-tJ^STC-fblfefl^T. i&^bTs In;^ >fet 
f*:T-:^D h bfeo E3 (-3. t^g^> U — -tf) ^LT. MMIfi^fe^G 
ST-Neddl^ G S T - N E D L - 1 /H E C XXT G S T - 

NEDL 2/HE CT^^^tl^tb^ffi bfeo iS^*E5^3^-ro OLlf:^ 

NE DL- 1 ^tS^M-^^-SNe d d 4 hmm&(D:i}£^^> V H 

(.^MmiO) NE D L - 1 CDlffllSf^i^iE 
N ED L - lJlfe^©^S<fe Cos 7 mU\^—M^^ h ^ >;^7 oc^^ 

±TSD S-PAGEt3:{)^(ts N E D L - 1 V^T^^•|H^ bfeo # 

?tfE^0^d5^ 2 2 0 k D©tegt3|^ttJ^nfco J^^^S 6 Afc^-To 

f*iBttB^ (CHP 1 3 4^iis) -^^^m^mm (co s imm) 
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mi±N e d d 4 y-r 5. ^) —<Dm<D % (D X < — SfT^ 6 B)o 
imMmil) N ED h - 1 h A 1 CB h(DmMi^m 
N E D L - 1 WW -Y >^^<&D N AJ^-^ >m^^ >/-^^!» 

5 tVX. MATCHMAKER GAL4 Two-Hybrid SYSTEM2 (K1604-1: 

>^ ^ — — ) ^^V^Tn ^Mfi^J-fe yeast two-hybrid screen 

^itebfco Mi^^l^it^ D N AS^-^ Kp^ > Cloning vector T^*^ p A 
S 2 - 1 (GenBank ACCESSION :U30497) (3 ^ > 7 V — AT? P C R tJ7 p — - 
>^b^ D N Ai/ — ^3i>-b--ABI PRISM 377 (Parkin Elmer/BAPP 

10 liedBiosystems) TBfi^Ufii^^tT o o ^j^^Si^JBS^ t bT C G - 1 
9 4 5^^fflV^^ ^^:/^U-ti Human Fetal Brain MATCHMAKER cDNA 
Library ( Priming MethodrXho I-(dT)15/Vector:pACT2/Cat.#HL4028AH) 
^mmVtco S D(-His,-Trp)T PD:7*V— ht?timti®«^^<^ff H 
I S 3 CDia^^jT$>-& 3 y - 1 , 2, 4 - h U — ;i/ 2 0 mM 

15 ^mSP bfc Y P DJgflbT-^'f :p^^U— XtJ^u — ->^•;^fTofcoHIS + 
{Cctt):^^:;^^ KDNA^^IUlRbfeo _bxE© #Jli tctJ^ yeast 
two-hybrid screen >^ ^^rf ^ il^ T"it^^BV^ ;^ n - > 

20 (fl^A I CD^M^^-r-S^ D — >^)SBV^:/£^^^. *f^^^57D — VKi 

^^^^D — >©AI CBmMi^ EPITOPE hbXFLA GBB^J 
(DYKDDDDK) <&ftinb. C M V r D ^ — ^ — ^3^^ S PflLM 

25 v-NEDL - immy"^:^^ \^h^izmmmi:i—M^i^^^M-^'^^ 
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Cos imm^ 80%confluentlc::&:g)J;a 10%FBS^ 
^ts Dulbecco' s modified Eagle* s medium Lipofect 

1 o n^*fflV^T— 7®14t^=& 6 jug ©D N A^fflVNt:3t'fe^#A^fTo 
^ o V ^ V — -l^ U M h V X i± LipofectAMINE plus (Life 
Technologies, Inc. b>feo 4 8^F^^. iBiS^zK-lii^T P B S T- 

2 |pl^5fe?t U 1 m 1 T N E B u f f e r ( 1 0 mM T r i s - H C 1 ^ p 
H7. 8/l%NP40/0. "15M NaCl/lmM EDTA/1 
OjLtl aprotinin) >&Jn^. 1 0 ^P^TKi-^-f >=^^^— h U 
ito ^<D^ Eppendorf tube b Protein B-Sepharose (50% si 
urry) ^2 0 u l^iPb. 3 0 4 "Ct? H!^ b. ^^nmmm^^m 
^Vtdo ^(D^ 1 5 0 0 0 r pm/3 0^. 4 '■C-^^it^V±m^7^ ^ > 
^—^3 >t:if bV> Eppendorf tube td^b^ Protein B-Sepharose 3 5 
M 1 ^JruN EDI ifii^^ 1 0 jul b 4 'CX^m,^ 3 ^^fr^fco ^ 
CD^s e<spin downb. TNE B u f f e r t* 4 Ifi|^5fe?^ b 
=^^TNE buffer 2 5 1 J:tlfx 2 s a mp 1 e buffe 
r 2 5>aiinx.. 5 ^^^J^'-f ;v b. > b fe o 1^— M <fe 

1 5%:f^ V y^^^l^. Tricine SDS-PA6E -^M^ b. PVDFmi- 

fe^^. 3 %B S A-t: :3r>^*bs 1 }!Ktn,^^ifhF h AG -M 2txi 

#:(S i gma). 2 ^jutnli*:^^ H R P "T^IS^ bfc Anti-Mouse IgGta^T-Jn; 
ECL Western Blotting Detection Reagent ( 3i — 

RPN2106) -t?^mbfeo 

^7{±. iaNEDL- 1 Jnl^^T' ^S^t^ b. Jj^ F L A GJiili^cT'^m b 

{i-fe h-e^ D> ^n^tbS^^^AL bfc 2jicD^ o — >-c®^^-r-^ 

SoFLAG-AICDi)SNEDL-l ^^t^fc bT ^ ( V - > 2 . 3 )o 
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^i^WESTERN B L O T T I N G-e F L A G- A I C D 
m^'^ty K{i^<.ae®^^^'l4t::®H-r^ 4> 5 )o l/ — > 4. 
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5 <120> Novel gene NEDL-1 

<130> FP02-0209-00WO 

<140> 
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<151> 2002-4-18 
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<212> PRT 
25 <213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: synthetic 
polynucleotide 

<400> 1 

Met Ala Ser Pro Ser Arg Asn Ser Gin Ser Arg Arg Arg Cys Lys Glu 
15- 10 15 

Pro Leu Arg Tyr Ser Tyr Asn Pro Asp Gin Phe His Asn Met Asp Leu 
20 25 30 

Arg Gly Gly Pro His Asp Gly Val Thr He Pro Arg Ser Thr Ser Asp 
35 40 45 



Thr Asp Leu Val Thr Ser Asp Ser Arg Ser Thr Leu Met Val Ser Ser 
50 55 60 

Ser Tyr Tyr Ser He Gly His Ser Gin Asp Leu Val He His Trp Asp 
65 70 75 80 

He Lys Glu Glu Val Asp Ala Gly Asp Trp He Gly Met Tyr Leu He 
85 90 95 

Asp Glu Val Leu Ser Glu Asn Phe Leu Asp Tyr Lys Asn Arg Gly Val 
100 105 110 
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Asn Gly Ser His Arg Gly Gin He He Trp Lys He Asp Ala Ser Ser 
115 120 125 

Tyr Phe Val Glu Pro Glu Thr Lys He Cys Phe Lys Tyr Tyr His Gly 
130 135 140 

Val Ser Gly Ala Leu Arg Ala Thr Thr Pro Ser Val Thr Val Lys Asn 
145 150 155 160 

Ser Ala Ala Pro He Phe Lys Ser He Gly Ala Asp Glu Thr Val Gin 
165 170 175 

Gly Gin Gly Ser Arg Arg Leu He Ser Phe Ser Leu Ser Asp Phe Gin 
180 185 190 

Ala Met Gly Leu Lys Lys Gly Met Phe Phe Asn Pro Asp Pro Tyr Leu 
195 200 205 

Lys He Ser He Gin Pro Gly Lys His Ser He Phe Pro Ala Leu Pro 
210 215 220 

His His Gly Gin Glu Arg Arg Ser Lys He He Gly Asn Thr Val Asn 
225 230 235 240 

Pro He Trp Gin Ala Glu Gin Phe Ser Phe Val Ser Leu Pro Thr Asp 
245 250 255 
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Val Leu Glu He Glu Val Lys Asp Lys Phe Ala Lys Ser Arg Pro He 
260 265 270 

5 He Lys Arg Phe Leu Gly Lys Leu Ser Met Pro Val Gin Arg Leu Leu 

275 280 285 

Glu Arg His Ala He Gly Asp Arg Val Val Ser Tyr Thr Leu Gly Arg 
290 295 300 

10 

Arg Leu Pro Thr Asp His Val Ser Gly Gin Leu Gin Phe Arg Phe Glu 
305 310 315 320 

He Thr Ser Ser He His Pro Asp Asp Glu Glu He Ser Leu Ser Thr 
15 325 330 335 

Glu Pro Glu Ser Ala Gin He Gin Asp Ser Pro Met Asn Asn Leu Met 
340 345 350 

20 Glu Ser Gly Ser Gly Glu Pro Arg Ser Glu Ala Pro Glu Ser Ser Glu 

355 360 365 

Ser Trp Lys Pro Glu Gin Leu Gly Glu Gly Ser Val Pro Asp Arg Pro 
370 375 380 

25 

Gly Asn Gin Ser He Glu Leu Ser Arg Pro Ala Glu Glu Ala Ala Val 
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385 390 395 400 

He Thr Glu Ala Gly Asp Gin Gly Met Val Ser Val Gly Pro Glu Gly 
405 410 415 



Ala Gly Glu Leu Leu Ala Gin Val Gin Lys Asp He Gin Pro Ala Pro 
420 425 430 



Ser Ala Glu Glu Leu Ala Glu Gin Leu Asp Leu Gly Glu Glu Ala Ser 
435 440 445 

Ala Leu Leu Leu Glu Asp Gly Glu Ala Pro Ala Ser Thr Lys Glu Glu 
450 455 460 



Pro Leu Glu Glu Glu Ala Thr Thr Gin Ser Arg Ala Gly Arg Glu Glu 
465 470 475 480 

Glu Glu Lys Glu Gin Glu Glu Glu Gly Asp Val Ser Thr Leu Glu Gin 
485 490 495 

Gly Glu Gly Arg Leu Gin Leu Arg Ala Ser Val Lys Arg Lys Ser Arg 
500 505 510 

Pro Cys Ser Leu Pro Val Ser Glu Leu Glu Thr Val He Ala Ser Ala 
515 520 525 
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Cys Gly Asp Pro Glu Thx Pro Arg Thr His Tyr He Arg He His Thr 
530 535 540 

Leu Leu His Ser Met Pro Ser Ala Gin Gly Gly Ser Ala Ala Glu Glu 
5 545 550 555 560 

Glu Asp Gly Ala Glu Glu Glu Ser Thr Leu Lys Asp Ser Ser Glu Lys 
565 570 575 

10 Asp Gly Leu Ser Glu Val Asp Thr Val Ala Ala Asp Pro Ser Ala Leu 

580 585 590 

Glu Glu Asp Arg Glu Glu Pro Glu Gly Ala Thr Pro Gly Thr Ala His 
595 600 605 

15 

Pro Gly His Ser Gly Gly His Phe Pro Ser Leu Ala Asn Gly Ala Ala 
610 615 620 

Gin Asp Gly Asp Thr His Pro Ser Thr Gly Ser Glu Ser Asp Ser Ser 
20 625 630 635 640 

Pro Arg Gin Gly Gly Asp His Ser Cys Glu Gly Cys Asp Ala Ser Cys 
645 650 655 



25 Cys Ser Pro Ser Cys Tyr Ser Ser Ser Cys Tyr Ser Thr Ser Cys Tyr 

660 665 670 
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Ser Ser Ser Cys Tyr Ser Ala Ser Cys Tyr Ser Pro Ser Cys Tyr Asn 
675 680 685 

5 Gly Asn Arg Phe Ala Ser His Thr Arg Phe Ser Ser Val Asp Ser Ala 

690 695 700 

Lys He Ser Glu Ser Thr Val Phe Ser Ser Gin Asp Asp Glu Glu Glu 
705 710 715 720 

10 

Glu Asn Ser Ala Phe Glu Ser Val Pro Asp Ser Met Gin Ser Pro Glu 
725 730 735 

Leu Asp Pro Glu Ser Thr Asn Gly Ala Gly Pro Trp Gin Asp Glu Leu 
15 740 745 750 

Ala Ala Pro Ser Gly His Val Glu Arg Ser Pro Glu Gly Leu Glu Ser 
755 760 765 

20 Pro Val Ala Gly Pro Ser Asn Arg Arg Glu Gly Glu Cys Pro He Leu 

770 775 780 

His Asn Ser Gin Pro Val Ser Gin Leu Pro Ser Leu Arg Pro Glu His 
785 790 795 800 

25 

His His Tyr Pro Thr He Asp Glu Pro Leu Pro Pro Asn Trp Glu Ala 
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805 810 815 

Arg He Asp Ser His Gly Arg Val Phe Tyr Val Asp His Val Asn Arg 
820 825 830 

Thr Thr Thr Trp Gin Arg Pro Thr Ala Ala Ala Thr Pro Asp Gly Met 
835 840 845 

Arg Arg Ser Gly Ser He Gin Gin Met Glu Gin Leu Asn Arg Arg Tyr 
850 855 860 

Gin Asn He Gin Arg Thr He Ala Thr Glu Arg Ser Glu Glu Asp Ser 
865 870 875 880 

Gly Ser Gin Ser Cys Glu Gin Ala Pro Ala Gly Gly Gly Gly Gly Gly 
885 890 895 

Gly Ser Asp Ser Glu Ala Glu Ser Ser Gin Ser Ser Leu Asp Leu Arg 
900 905 910 

Arg Glu Gly Ser Leu Ser Pro Val Asn Ser Gin Lys He Thr Leu Leu 
915 920 925 

Leu Gin Ser Pro Ala Val Lys Phe He Thr Asn Pro Glu Phe Phe Thr 
930 935 940 
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Val Leu His Ala Asn Tyr Ser Ala Tyr Arg Val Phe Thr Ser Ser Thr 
945 950 955 960 

Cys Leu Lys His Met lie Leu Lys Val Arg Arg Asp Ala Arg Asn Phe 
965 970 975 

Glu Arg Tyr Gin His Asn Arg Asp Leu Val Asn Phe He Asn Met Phe 
980 985 990 

Ala Asp Thr Arg Leu Glu Leu Pro Arg Gly Trp Glu He Lys Thr Asp 
995 1000 1005 

Gin Gin Gly Lys Ser Phe Phe Val Asp His Asn Ser Arg Ala Thr Thr 
1010 1015 1020 

Phe He Asp Pro Arg He Pro Leu Gin Asn Gly Arg Leu Pro Asn His 
1025 1030 1035 1040 

Leu Thr His Arg Gin His Leu Gin Arg Leu Arg Ser Tyr Ser Ala Gly 
1045 1050 1055 

Glu Ala Ser Glu Val Ser Arg Asn Arg Gly Ala Ser Leu Leu Ala Arg 
1060 . 1065 1070 

Pro Gly His Ser Leu Val Ala Ala He Arg Ser Gin His Gin His Glu 
1075 1080 1085 
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Ser Leu Pro Leu Ala Tyr Asn Asp Lys He Val Ala Phe Leu Arg Gin 
1090 1095 1100 

Pro Asn He Phe Glu Met Leu Gin Glu Arg Gin Pro Ser Leu Ala Arg 
1105 1110 1115 1120 

Asn His Thr Leu Arg Glu Lys He His Tyr He Arg Thr Glu Gly Asn 
1125 1130 1135 

His Gly Leu Glu Lys Leu Ser Cys Asp Ala Asp Leu Val He Leu Leu 
1140 1145 1150 

Ser Leu Phe Glu Glu Glu He Met Ser Tyr Val Pro Leu Gin Ala Ala 
1155 1160 1165 

Phe His Pro Gly Tyr Ser Phe Ser Pro Arg Cys Ser Pro Cys Ser Ser 
1170 1175 1180 

Pro Gin Asn Ser Pro Gly Leu Gin Arg Ala Ser Ala Arg Ala Pro Ser 
1185 1190 1195 1200 

Pro Tyr Arg Arg Asp Phe Glu Ala Lys Leu Arg Asn Phe Tyr Arg Lys 
1205 1210 1215 

Leu Glu Ala Lys Gly Phe Gly Gin Gly Pro Gly Lys He Lys Leu He 
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1220 1225 1230 

lie Arg Arg Asp His Leu Leu Glu Gly Thr Phe Asn Gin Val Met Ala 
1235 1240 1245 

Tyr Ser Arg Lys Glu Leu Gin Arg Asn Lys Leu Tyr Val Thr Phe Val 
1250 1255 1260 

Gly Glu Glu Gly Leu Asp Tyr Ser Gly Pro Ser Arg Glu Phe Phe Phe 
1265 1270 1275 1280 

Leu Leu Ser Gin Glu Leu Phe Asn Pro Tyr Tyr Gly Leu Phe Glu Tyr 
1285 1290 1295 

Ser Ala Asn Asp Thr Tyr Thr Val Gin He Ser Pro Met Ser Ala Phe 
1300 1305 1310 

Val Glu Asn His Leu Glu Trp Phe Arg Phe Ser Gly Arg He Leu Gly 
1315 1320 1325 

Leu Ala Leu He His Gin Tyr Leu Leu Asp Ala Phe Phe Thr Arg Pro 
1330 1335 1340 

Phe Tyr Lys Ala Leu Leu Arg Leu Pro Cys Asp Leu Ser Asp Leu Glu 
1345 1350 1355 1360 
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Tyr Leu Asp Glu Glu Phe His Gin Ser Leu Gin Trp Met Lys Asp Asn 
1365 1370 1375 

Asn He Thr Asp He Leu Asp Leu Thr Phe Thr Val Asn Glu Glu Val 
5 1380 1385 1390 

Phe Gly Gin Val Thr Glu Arg Glu Leu Lys Ser Gly Gly Ala Asn Thr 
1395 1400 1405 

10 Gin Val Thr Glu Lys Asn Lys Lys Glu Tyr He Glu Arg Met Val Lys 

1410 1415 1420 

Trp Arg Val Glu Arg Gly Val Val Gin Gin Thr Glu Ala Leu Val Arg 
1425 1430 1435 1440 

15 

Gly Phe Tyr Glu Val Val Asp Ser Arg Leu Val Ser Val Phe Asp Ala 
1445 1450 1455 

Arg Glu Leu Glu Leu Val He Ala Gly Thr Ala Glu He Asp Leu Asn 
20 1460 1465 1470 

Asp Trp Arg Asn Asn Thr Glu Tyr Arg Gly Gly Tyr His Asp Gly His 
1475 1480 1485 

25 Leu Val He Arg Trp Phe Trp Ala Ala Val Glu Arg Phe Asn Asn Glu 

1490 1495 1500 
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Gin Arg Leu Arg Leu Leu Gin Phe Val Thr Gly Thr Ser Ser Val Pro 
1505 1510 1515 1520 

5 Tyr Glu Gly Phe Ala Ala Leu Arg Gly Ser Asn Gly Leu Arg Arg Phe 

1525 1530 1535 



10 



Cys He Glu Lys Trp Gly Lys He Thr Ser Leu Pro Arg Ala His Thr 
1540 1545 1550 

Cys Phe Asn Arg Leu Asp Leu Pro Pro Tyr Pro Ser Tyr Ser Met Leu 
1555 1560 1565 



Tyr Glu Lys Leu Leu Thr Ala Val Glu Glu Thr Ser Thr Phe Gly Leu 
15 1570 1575 1580 

Glu 
1585 

20 

<210> 2 
<211> 6200 
<212> DNA 

<213> Artificial Sequence 

25 

<220> 
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<223> Description of Artificial Sequence '.synthetic 
polynucleotide 











O 


ggtttttagg 


cctggccgcc 


atggcgtctc 




gcaaggagcc 


gctccgatac agctacaacc 




gcggccccca 








cggacagccg 


<^ "It* r* 5» r» €rr* "It* 


s> "t" or Dr+ r» a or r» a 




acctggtcat 


ccac Lgggac 


a taadggagg 


10 


acctcattga 


l^g^igg ''g 






gttctcatcg 


rrrx Ct o cf o "f" r> 

gggccaga uc 


a LO Lggaaga 




aaactaagat 








ccagtgtcac 




"t* r» cr Of r* Q cr r* *f* r» 




ccgtccaagg 


?l A P' A f» P" i" 




•1 c 

lo 


tggggttgaa 


saaacscats 


ttttt caacc 




ctgggaaaca 


cagcatcttc 


cccgccctcc 




tcataggcaa 


caccgtgaac 


cccatctggc 




ccac Lgacgx 


gctggaaatt 


gaggtgaagg 




agcgcttctt 


gggaaagctg 


tcgatgcccg 


20 


gggatagggt 


ggtcagctac 


acacttggcc 




agctgcaatt 


ccgatttgag 


atcacttcct 




tgagtaccga 


gcctgagtca 


gcccaaattc 




gcggcagtgg 


ggaacctcgg 


tctgaggcac 




agctgggtga 


gggcagtgtc 


cccgatcgtc 


25 


cagctjgagga 


agcagcagtc 


atcacggagg 




ctgaaggggc 


tggggagctc 


ctggcccagg 



cttctagaaa ctcccagagc cgacgccggt 60 
ccgaccagtt ccacaacatg gacctcaggg 120 
gctccaccag cgacactgac ctggtcacct 180 
gctcctacta ttccatcggg cactctcagg 240 
aagtggacgc tggggactgg attggcatgt 300 
ttctggacta taaaaaccgt ggagtcaatg 360 
tcgatgccag ctcgtacttt gtggaacctg 420 
gagtgagtgg ggccctgcga gcaaccaccc 480 
ctatttttaa aagcattggt gctgatgaga 540 
tcagcttctc tctctcagat ttccaagcca 600 
cagaccctta tctgaagatt tccattcagc 660 
ctcaccatgg acaggagagg agatccaaga 720 
aggccgagca attcagtttt gtgtccttgc 780 
acaagtttgc caagagccgc cccatcatca 840 
ttcaaagact cctggagaga caogccatag 900 
gcaggcttcc aacagatcat gtgagtggac 960 
ccatccaccc agatgatgag gagatttccc 1020 
aggacagccc catgaacaac ctgatggaaa 1080 
cagagtcctc tgagagctgg aagccagagc 1140 
cagggaacca aagcatagag ctttccagac 1200 
caggagacca gggcatggtc tctgtgggac 1260 
tgcaaaagga catccagcct gcccccagtg 1320 
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cagaagagct ggccgagcag ctggacctgg gtgaggaggc atcagcactg ctgctggaag 1380 
acggtgaagc cccagccagc accaaggagg agcccttgga ggaggaagca acgacccaga 1440 
gccgggctgg aagggaagaa gaggagaagg agcaggagga ggagggagat gtgtccaccc 1500 
tggagcaggg agagggcagg ctgcagctgc gggcctcggt gaagagaaaa agcaggccct 1560 
gctccttgcc tgtgtccgag ctggagacgg tgatcgcgtc agcctgcggg gaccccgaga 1620 
ccccgcggac acactacatc cgcatccaca ccctgctgca cagcatgccc tccgcccagg 1680 
gcggcagcgc ggcagaggag gaggacggcg cggaggagga gtccaccctc aaggactcct 1740 
cggagaagga tgggctcagc gaggtggaca cggtggccgc tgacccgtct gccctggaag 1800 
aggacagaga agagcccgag ggggctactc caggcacggc gcaccctggc cactccgggg 1860 
gccacttccc cagcctggcc aatggcgcgg cccaggatgg cgacacgcac cccagcaccg 1920 
ggagcgagag cgactccagc cccaggcaag gcggggacca cagttgcgag ggctgtgacg 1980 
cgtcctgctg cagcccctcg tgctacagct cctcgtgcta cagcacgtcc tgctacagca 2040 
gctcgtgcta cagcgcctcg tgctacagcc cctcctgcta caacggcaac aggttcgcca 2100 
gccacacgcg cttctcctcc gtggacagcg ccaagatctc cgagagcacg gtcttctcct 2160 
cgcaagacga cgaggaggag gagaacagcg cgttcgagtc ggtacccgac tccatgcaga 2220 
gccctgagct ggacccggag tccacgaacg gcgctgggcc gtggcaagac gagctggccg 2280 
cccctagcgg gcacgtggaa agaagcccgg aaggtctgga atcccccgtg gcaggtccaa 2340 
gcaatcggag agaaggtgaa tgtcctatac tccataattc ccagccagta agccagcttc 2400 
cttccctgag gcctgaacat catcactacc caacaatcga tgagcctctt ccaccaaact 2460 
gggaagctcg aattgacagc cacgggcggg tcttttatgt ggaccacgtg aaccgcacaa 2520 
ccacctggca gcgtccgacg gcagcagcca ccccggatgg catgcggaga tcggggtcca 2580 
tccagcagat ggagcaactc aacaggcggt atcaaaacat tcagcgaacc attgcaacag 2640 
agaggtccga agaagattct ggcagccaaa gctgcgagca agccccagca ggaggaggcg 2700 
gaggtggagg gagtgactca gaagccgaat cttcccagtc cagcttagat ctaaggagag 2760 
aggggtcact ttctccagtg aactcacaaa aaatcacctt gctgctgcag tccccagcgg 2820 
tcaagttcat caccaacccc gagttcttca ctgtgctaca tgccaattat agtgcctacc 2880 
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gagtcttcac cagtagcacc tgcttaaagc acatgattct gaaagtccga cgggatgctc 2940 
gcaattttga acgctaccag cacaaccggg acttggtgaa tttcatcaac atgttcgcag 3000 
acactcggct ggaactgccc cggggctggg agatcaaaac ggaccagcag ggaaagtctt 3060 
ttttcgtgga ccacaacagt cgagctacca ctttcattga cccccgaatc cctcttcaga 3120 
acggtcgtct tcccaatcat ctaactcacc gacagcacct ccagaggctc cgaagttaca 3180 
gcgctggaga ggcctcagaa gtttctagaa acagaggagc ctctttactg gccaggccag 3240 
gacacagctt agtagctgct attcgaagcc aacatcaaca tgagtcattg ccactggcat 3300 
ataatgacaa gattgtggca tttcttcgcc agccaaacat ttttgaaatg ctgcaagagc 3360 
gtcagccaag cttagcaaga aaccacacac tcagggagaa aatccattac attcggactg 3420 
agggtaatca cgggcttgag aagttgtcct gtgatgcgga tctggtcatt ttgctgagtc 3480 
tctttgaaga agagattatg tcctacgtcc ccctgcaggc tgccttccac cctgggtata 3540 
gcttctctcc ccgctgttca ccctgttctt cacctcagaa ctccccaggt ttacagagag 3600 
ccagtgcaag agccccttcc ccctaccgaa gagactttga ggccaagctc cgcaatttct 3660 
acagaaaact ggaagccaaa ggatttggtc agggtccggg gaaaattaag ctcattattc 3720 
gccgggatca tttgttggag ggaaccttca atcaggtgat ggcctattcg cggaaagagc 3780 
tccagcgaaa caagctctac gtcacctttg ttggagagga gggcctggac tacagtggcc 3840 
cctcgcggga gttcttcttc cttctgtctc aggagctctt caacccttac tatggactct 3900 
ttgagtactc ggcaaatgat acttacacgg tgcagatcag ccccatgtcc gcatttgtag 3960 
aaaaccatct tgagtggttc aggtttagcg gtcgcatcct gggtctggct ctgatccatc 4020 
agtaccttct tgacgctttc ttcacgaggc ccttctacaa ggcactcctg agactgccct 4080 
gtgatttgag tgacctggaa tatttggatg aggaattcca ccagagtttg cagtggatga 4140 
aggacaacaa catcacagac atcttagacc tcactttcac tgttaatgaa gaggtttttg 4200 
gacaggtcac ggaaagggag ttgaagtctg gaggagccaa cacacaggtg acggagaaaa 4260 
acaagaagga gtacatcgag cgcatggtga agtggcgggt ggagcgcggc gtggtacagc 4320 
agaccgaggc gctggtgcgc ggcttctacg aggttgtaga ctcgaggctg gtgtccgtgt 4380 
ttgatgccag ggagctggag ctggtgatag ctggcaccgc ggaaatcgac ctaaatgact 4440 
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ggcggaataa cactgagtac cggggaggtt accacgatgg gcatcttgtg atccgctggt 4500 
tctgggctgc ggtggagcgc ttcaataatg agcagaggct gagattactg cagtttgtca 4560 
cgggaacatc cagcgtgccc tacgaaggct tcgcagccct ccgtgggagc aatgggcttc 4620 
ggcgcttctg catagagaaa tgggggaaaa ttacttctct ccccagggca cacacatgct 4680 
tcaaccgact ggatcttcca ccgtatccct cgtactccat gttgtatgaa aagctgttaa 4740 
cagcagtaga ggaaaccagc acctttggac ttgagtgagg acatggaacc tcgcctgaca 4800 
ttttcctggc cagtgacatc acccttcctg ggatgatccc cttttccctt tcccttaatc 4860 
aactctcctt tgattttggt attccatgat ttttattttc aaaccaaatc aggattgaca 4920 
aaagctgtgc atgaagaact gccttcttct aagatctaac cttcaggctt ctctcctctg 4980 
ttttcaatga actgctagcc tgtatgcaat attaaaaaac agctgtctca aggtctgtgt 5040 
atatctccac atacctccat tactaacaat gaaatatgaa tgcaagttaa gctacacttg 5100 
accaaatggt aataaatgtt tacttccatt tctatcattg aagggaaaat gtgagcatta 5160 
agcactccag gctttcatat gcccatgtct tctgagcaga gccaccattt tttataattt 5220 
ctaataacca actccagaac taggagctga tcaactcttt gttttcctct ccatctactt 5280 
ttccctgtgc ataatatcca tccaaaggac aacagtggca aagctgaaat ttttatacat 5340 
tcaactcatg attcacatgt ggcatcagtc ccatcagccg gaactagcct agacatacgg 5400 
tgcaaatatg acacttctaa cgattaacaa cagcaagaaa acacctgctg ctgatgcaat 5460 
gcaatgcatc ccaatggttg tggggattgt gggctcaact caagagaagt ttaggagggg 5520 
gagcatccct agtgaatact cacaccacaa gaaggacaaa cttgtgcaca tgtccaagaa 5580 
agaaagcttc ttgattgagg tagcatgaag gatgaggctt cagcccccat tgtcttatgt 5640 
agaatgtggc aatgccaact ggagaaaggg aagaaggaca tattaccttg gtttgaatcc 5700 
ctgagttctg tactgttctg ttttgtttag tctagccaca gttcttcaca aaggaaaaaa 5760 
aaatgtgtag atgataccat gacttttgtt aaagccatga cttttgtttg cttggcagac 5820 
aaaccctttt tttaaaactt tgatattttt ttttcacatt ttttttcctt ttcctttctt 5880 
aatcatggag ttcaagttcc tttgcattcg attgtccatc gggaccacac taggaagctg 5940 
cagagagtga tggtgcttgt tagggatcaa gggcaacata gtacttctcc ttcacccata 6000 
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gtaatcctcc tggggcagaa acataacacc 
atatccagtt tcttttagca ttcagtgaaa 
aaaacagctg caggctccaa agacagccta 
ccataatggt aaaaaaaaaa 



ccaaaggcac gttgatttgt atcaaaataa 6060 
acatatctca gaaaacttca tgttgtcaga 6120 
acctctcaac tacatttgaa ataaacccaa 6180 

6200 



<210> 3 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

.<223> Description of Artificial Sequence: synthetic 
polynucleotide 

<400> 3 

ctgcaccaac aatatccc 18 



<210> 4 
<211> 18 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic 
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polynucleotide 
<400> 4 

gtagagacag ggtttcac 



19/19 



INTERNATIONAL SEARCH REPORT 



Inteinatioiial application No. 

PCT/JP02/08524 



A. CLASSIFICATION OF SITOJECT MATTER 

Int.Cl^ C12Q1/68, C12N15/52, C12Q1/02, G01N33/566, G01N33/50, 
A61K38/44, A61P35/00 

According to Inteioational Patent Qassification (CPQ or to botb national classification and IPC 



B, FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classificaiion symbols) 

Int.Cl^ C12Q1/68, C12N15/52, C12Q1/02, G01N33/566, G01N33/50^ 
A61K38/44, A61P35/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
SwissProt/PIR/GeneSeq, GeneBank/EMBL/DDBJ/GeneSeq, 
BIOSIS/WPI (DIALOG) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X/A 



P/A 



P,X/ 



WO 01/53312 Al (Hyseq^ Inc.)/ 
26 July, 2001 (26.07.01), 
Full text 
& AU 200127284 A 

WO 01/75067 A2 (Hyseq, Inc.)/ 
11 October, 2001 (11.10.01), 
Full text 
& AU 200149251 A 

WO 02/22660 A2 (Hyseq, Inc.), 
21 March, 2002 (21.03.02), 
Full text 
& AU 200190548 A 



1-4,6/5,7, 
11-24 



1-4,6/5,7, 
11-24 



1-4,6/5,7, 
11-24 



pn Farther documents are listed in the continuation of Box C. See patent family annex. 



Special categories of cited documents: 
document defining the general state of the ait which is not 
considered to be of particular relevance 

earlier docnment but published on or after the Internationa] filing 
date 

document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another dtation or other 
special reason (as specified) 
**or document referring to an oral disclosnie, use, exhibition or other 
means 

P" document published prior to the international filing date tnit later 
than the priority date claimed 



**T* later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
undeistand the principle or theory undedying the invention 

'7C* document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document b taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other sudi documents, such 
combination lieing obvious to a peison skilled in the ait 

**&" document member of the same patent family 



Date of the actual completion of the intemational search 
29 October, 2002 (29.10.02) 



Date of mailing of the international search report 

12 November, 2002 (12.11.02) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Foim PCTyiSA;210 (second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



Inteniatioiial s^licatxon No. 

PCT/JP02/08524 



C(Q)nUnuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Categoiy^ 



Citatioii of document, with iDdicatioD, \^iere appropriate, of tlie lelevant passages 



Relevant to claim No. 



P,X/ 
P/A 



WO 01/66733 Al (Chiba-Ken, Hisamltsu 

Pharmaceutical Co., Inc.), 

13 September, 2001 (13.09.01), 

Full text 

& JP 2001-245671 Al & JP 2001-321175 Al 



1-4, 6/5,7, 
11-24 



Form PCT/ISA/210 (continuation of second sheet) (July 1998) 



Il>nTIRNATIONALr SEARCH REPORT 


Inteniational ^pHcation No. 

PCT/JP02/08524 


Box I Observations ^ere certain dauns were found ansearcbable (Confinnation of item 1 first sheet) 



Hiis mteiDational seaicfa n^oit has not been establi^ed in le^ect of cutain daims under Artide 17(2Xa) for the following reasons: 
1. [x] QaimsNos.: 8-10 



because they relate to subject matter not lequiied to be searched by this Authority, namely: 
It pertain to diagnostic methods to be practiced on the human body. 



I I Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed lequiiements to sudi an 
extent that no meaningful international search can be carried out, spedflcally: 



3. QaimsNos.: 

because they are dependent daims and are not drafted in accoidance with the second and third sentences of Rule 6.4(a). 



Box n Obsorvations where unity of invention is lacking (Continuation of item 2 of fiist sheet) 

This International Seaidiing Authority found multiple inventions in this international application, as follows: 



1 . [ [ As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

2. I I As all searchable daims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 

3. I [ As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, spedficaUy daims Nosj 



^* I I required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restrided to the invention fiist mentioned in the daims; it is covered by daims Nos.: 



Remark on Protest j | The additional search fees were accompanied by the applicant's protest. 

I I No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998) 



SBSttUSS-?- PCT/JP02/08 5 24 



Int. Cl' C12Q1/68, C12N15/52, C12Q1/02, G01N33/566, G01N33/50, A61K38/44, A61P35/00 



m^^notzM^mmn mmmm^m d pc) > 

Int. Cl'C12Ql/68. C12N15/52, C12Q1/02, G01N33/566, G0IN33/50, A61K38/44, A61P35/00 



SwissProt/PIR/GeneSeq 

GenBank/EMBL/DDBJ/GeneSeq 

BIOSIS/WPKDIALOG) 









X/A 


wo 0 1/53 3 1 2 Al (HYSEQ, INC. ) 

2 00 1. 0 7. 2 6,^:4: & AU 200127284 


A 


I- 4. 6/5. 7. 

II- 24 


PX/PA 


WO 0 1/7 5 06 7 A2 (HYSEQ, INC. ) 
20 0 1. 1 0. 1 1,:^ & AU 200149251 


A 


I- 4.6/5.7. 

II- 24 


PX/PA 


WO 02/22 6 6 0 A2 (HYSEQ, INC. ) 
2002. 0 3. 2 1,;±5: & AU 200 1 90548 


A 


I- 4.6/5, 7, 

II- 24 



2 9. 10. 0 2 




B*H#Wff (ISA/JP) 
m^^^^ 100-8915 


0 3- 3581-llOl'^P' 


4B 


3 13 1 


Sj^ 3 4 4 7 



«I^PCT/I SA/2 1 O (B2-<— v^) (1 9 98^7^) 



SISWIS*^ PCT/JP0 2/0 8 5 24 









PX/PA 


wo 01/6 6733 Al (=f^m. ^J\^«m^#tt) 
2001. 09. 13 1^:SC & JP 200 1- 245671 
Al & JP 2001-321175 Al 


I- 4, 6/5. 7. 

II- 24 



^tSiPCT/I SA/2 1 0 (^2-<-C>0«|E#) (1 9 9 8^7^) 



Bl^tttSS* PCT/JP0 2/0 8 5 24 



mms^msm (PCTI 7^(2)(a)) w^U:J:9, ^wB^i^«^«LjJ:©SAK:J: 9 5«^<0®ia«!>-aj»c:oVNTf^ 



1. □ mmA:b^^m^j:mum^^mm^T-<xmm}^\^mHi.fc(ox\ ^(ommm^m^^. 'r^x(om^'^mi^m^ 



4. □ mmxii^ii^^m^£iB)}m^^n^mm[^^^i4\^^j:t^<>tz.<^^^ ::,(ommm^^^f^. m:^<oum<omm^um 



«IS;PCT/I SA/2 1 0 (^l-<->^<DJ^|| (1) ) (1 998#7^) 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record. 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 



□ SKEWED/SLANTED IMAGES 

Q COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

:3 LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




ILURRED OR ILLEGIBLE TEXT OR DRAWING 



